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Conclusions: Localized GNBI at diagnosis has excellent long-term clinical outcome. However, a proportion of cases with this
pathologic diagnosis have metastases at the time of initial diagnosis. Therefore, rendering “favorable” histology in pathology reports
of primary GNBI in the absence of concurrent clinical and radiologic data may not reflect the true nature of disease in some
cases. Very few patients with the initial diagnosis of GNBI show MYCN amplification.
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Background: An increasing number of soft tissue neoplasms with fusion of well-defined driver genes are being discovered. We
report such a case in a 3-year-old girl with a 2-year follow-up.
Design: The patient first presented at age of 3.5 years with a painless right axillary/chest wall mass without constitutional
symptoms. MRI demonstrated a 4.5 x 3.5 x 3.5 cm T2 hyper- and T1 hypointense mass. The mass was excised and showed a
well-demarcated solid lesion with a homogeneous pale-white fleshy cut surface. No necrosis, myxoid or cystic change,
hemorrhage, or calcification was noted. Microscopically, it was a variably hypercellular lesion composed of two main distinct cell
types: oval fibroblast-like cells arranged in sheets with focal transition to spindle cells in whirling or storiform, and ganglion-like cells
with abundant pale granular cytoplasm singly or in small clusters scattered among the fibroblast-like cells (Figure-1). Fibroblast-like
cells contained a single resinoid nucleus with an irregular nuclear membrane surrounded by variable amount of eosinophilic
cytoplasm with indistinct cell borders. Focal nuclear clustering and molding were seen. Patchy mild lymphocytic infiltrate was noted.
No nuclear pleomorphism, necrosis or mitotic figure was identified. Immunohistochemically, both types of tumor cells were diffusely
positive for ALK, CD34 and TFE3 (Figure-2) but negative for most lineage markers (Table). Next-generation-sequencing revealed
EML4-ALK gene fusion of 5 a/b variant. No NTRK gene rearrangement was detected.
Results: The tumor recurred in 13 months with metastasis to regional lymph nodes and right lung. Biopsy showed similar
morphology and immunohistochemical profile. Treatment with oral ALK inhibitor (crizotinib) was initiated at 200 mg BID. Seven
weeks later, CT scan demonstrated partial radiological response with a measurable decrease in the main tumor size from 8.7 to 7.5
cm. The tumor regrew to 9.0 x 7.0 x 7.0 cm and became firm nine weeks thereafter crizotinib was inadvertently discontinued by her

1283

mother. Reinstituting the therapy led to second tumor reduction (to 8.7 x 5.4 x 6.4 cm) and tumor softening on palpation. The
patient is currently alive, active, and stable without any constitutional symptoms.

Positive Stains
ALK (D5F3)
CD34
TFE3
INI-1 (retained)
SMARCA4 (retained)
SMARCB1 (retained)

Table. Immunohistochemical Stain Result
Focally Positive
Negative Stains
CD68
AE13, calretinin, CAMTA-1
MITF
CD1a, CD19, CD21,
SMA
CD23, CD31, CD117,
PU.1
CD163, chromogranin,
Desmin, DOG1, EMA, ERG,
GFAP, HMB45, MART1,
MUC4, MSA, Myogenin,
NUT1, P40, SOX10, S100,
STAT6, synaptophysin
Figure 1 - 1184

Figure 2 - 1184
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Conclusions: This tumor’s features of EML4-ALK gene fusion, distinct innocuous histology, but rapid growth and metastasis, and
response to ALK inhibitor add to the pathological and clinical spectrum of the kinase fusion-positive soft tissue neoplasms.
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Background: Placental pathology in pregnant women infected by SARS-CoV-2 has generated many reports with non-specific or
contradictory results. The objective is to identify histological and molecular findings of infected placentas and its impact on the
course of pregnancy.
Design: Placentas from 279 women infected with SARS-CoV-2 during pregnancy were reviewed, 137 of them with active infection
within 10 days prior to delivery and 142 with past infection beyond this period. Four fetal autopsies were submitted for pathological
study. Placental and fetal infection was investigated by immunohistochemistry (IHC) in 279 cases, RT-PCR in 27 cases and in situ
hybridization (ISH) in 5 cases. Significance of association between qualitative variables was tested by Fisher’s exact test.
Results: SARS-CoV-2 infection of placental tissues was demonstrated in 16/279 (5,7%) by IHQ (granular cytoplasmic villous
trophoblast staining) and confirmed by ISH and RT-PCR (carried on 5 IHQ positive cases). All these 16 infected placentas showed
diffuse (6/16) or focal (10/16) Trophoblast Damage (DTD/FTD) characterized by trophoblast necrosis with preserved villous stroma,
collapse of the intervillous space, intervillous fibrinoid deposits, and variable polymorphous inflammatory infiltrates. Cases with DTD
(>80% of the parenchyma affected) resulted in 5 stillbirth and 1 premature alive baby (27w) born after induction of labor for
pathologic fetal non-stress test. In 4/5 deaths an autopsy was performed and infection of fetal tissues was not demonstrated by
IHQ. The cases with FTD (<35% of the parenchyma affected) hadn’t negative impact on the fetus. Correlation between placental
infection and DTD/FTD had statistical significance (p<0,001). 15/16 placentas belonged to the group of pregnant women with active
infection within 10 days prior delivery. Correlation between DTD/FTD and maternal active infection had statistical significance
(p<0,002).
Conclusions: Placentas infected by SARS-CoV2 has a characteristic histological pattern that we have defined as DTD or FTD,
characterized by a predominant villous trophoblast necrosis, intervillous space collapse and variable degrees of mixed inflammation
and intervillous fibrinoid deposition. DTD/FTD is an infrequent lesion observed in 5,7% of pregnant women affected by COVID-19
in our series. DTD can be the cause of fetal death due to placental insufficiency. In this study, vertical transmission of the virus to
the fetus has not been demonstrated.
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Background: The placenta is a key driver of diseases of pregnancy and abnormalities in the placenta reflect life-long risk of
disease in the mother and infant. Machine learning on scanned whole slide images (WSI) has the potential to decrease
interobserver variability and improve reliability of diagnosis. People living with HIV (PLHIV) experience greater risk of adverse birth
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